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Amendments to the Claims 

Please amend claims 16, 18-20, 27, 28 and 43-45. Please cancel claim 17 without 
prejudice. 

Listing of Claims 

This listing of claims will replace all prior versions, and listings, of claims in 4© 
application: 

1.-15. (Cancelled). 



16. (Currently amended) A method of testing a compound for its ability to regulate 
[ \ transcription-activating effects of a peroxisome proliferator activated receptor-gamma (PPAR-y), 

said method comprising assaying for changes in the level of reporter protein present as a result of 
contacting cells containing said receptor and reporter vector with said compound; 

wherein said receptor is introduced into said cells by a receptor expression vector 
conq)rising a DNA segment encoding PPAR-^, and 
wherein said reporter vector comprises; 

(a) a promoter that is operable in said cell, 

(b) a hormone response element; 
wherein said hormope response element fa a direct repeat of two 

or more half sites separated by a spacer of one pudeo tide. wherein 
said spacer can be A. C G or T. wherein each half site comprises the 
sequence 

-RGBNNM-. 

wherein 

R Is selected from A or G_; 
B is selected from G. C. or T; 
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each N is indepfendentlv se lected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said 
-RGBNNM- sequence are identical with the nucl eotides at 
corresponding positions of the sequence -AG GTCA-: and 
wherein said response element is optionallv preceded bv N,^ 
wherein x falls in the range of 0 up to S, and 
(c) a DNA segment encoding a reporter protein, 

wherein said reporter protein-encoding DNA segment is operatively linked 
to said promoter for transcription of said DNA segment, and 

wherein said hormone response element is operatively linked to said 
promoter for activation thereof, 
wherein an increase or decrease in the level of the reporter protein when said cells are 
contacted with said compound, relative to the level of the reporter protein when said cells are not 
contacted with said compound, is indicative of a compound that regulates the transcription- 
activating effects of said receptor. 



/ 

17, (Cancelled). 



18. (Currently amended) A method according to claim 16 W wherein said response 
element has at least one copy of the minimal sequence: 

AGGACA A AGGTCA (SEQ. ID NO. 5), 
wherein said minimal sequence is optionally flanked by additional residues, 

19. (Currently amended) A method according to claim 16 W wherein said response 
element has at least one copy of the sequence: 

GGACC AGGACA A AGGTCA CGTTC (SEQ. ID NO. 6). 
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20. (Currently amended) A in-th"'i " ■ "'"■^Hiiip tn rinim Ui iff tej t^ii B a componnd 
for its abttitv to i-ftgulate transcrintiop- activating effects of a Deromome nroliferator 
activated rec*«tor-»amma rPPAR-v>. said method com prising assavins for changes in the 
level of reporter protein present as a result of contac ting cells containing said receptor and 
reporter vector with said compound; 

wherein said recentor is introduced into sai d ceUs bv a receptor expression vector 
comprising a DNA segment eneod inf* PPAR-v. and 
whertin said reporter vector compriseai 

(al a promoter that is onerable in said cell. 

(K\ a hormone response eiement. and 

(c) a DNA segment encoding a report er protein, 

wherein said reporter protefai-encoding D ^JA segment is opcratively 
linked to said promoter for transcriptioo o f said DNA segment, and 

wherein said hormone response elem ent is onerativcly linked to said 
promoter for activation thereofi 
wherein said compound is a putative antagonist for said PPAR-y, and wherein said 
contacting is carried out in the presence of 

increasing concentrations of said compound, and 
a fixed concentration of at least one agonist for said PPAR-y, 
wherein a decrease in the level of the reporter protein when said cells are contacted with 
said compound and said agonist, relative to the level of the reporter protein when said cells are 
contacted with said agonist alone, is indicative of a compound that is an antagonist of said 
receptor. 

21.-26. (Cancelled). 
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27. (Curraitly amended) A m°th^^ nnn^^rtiup *tx <> i»iwJ^ nf tftigtiTig a compottad 
for its abflity to reoulate transcription-activatiMg eff ects of a peroxisome proMerator 
activated receotor-gamma (PPAR-v^. sai d method comprising assavlnp for change " the 
level of reporter protein present as a result of contacti ng cells contaiiiinfr said p-eceotor and 
reporter vector with said comnonnd and in the farth er presence of at least one additional 
compound that is a PP AR-v agonisti 

wherein said receptor is Introduced Into said cells bv a receptor expression vector 
comprising a DNA segment encodfa ie PPAR-v, and 
wherein said reporter vector comprises; 

fal a promoter that is operable in said celL 

(MS a hormone response element and 

(c^ a DNA segment enco'^l np a repo ^er protein. 

wherein said reporter protein-encoding DNA segment is operativdY 
linked to said promoter for transcription of said PN A segment, and 

wherein said hormone response elem ent is operatlvelv linked to said 
promoter for activation fliereof, 
wherein said contncting is eorricd out in the farther prcscnec of at IcP B t one PPAR y 

agonist^ 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compound and said agonist, relative to the level of the reporter protein when 
cells arc contacted with said agonist alone, is indicative of a compound that regulates the 
transcription-activating effects of said receptor. 
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28. (Currently amended) a .v^w annnritinptn ninim Ifi oftestinf acomBQund 
for its ability to regulate transcriptiop-activating effects of a pcrorisome proHferator 
activated re'"'p*<^»'-pa"""* fPPAy^V said method comprisin g assavine for changes in the 
level of reporter protein present as a resnit of contacting ceUs containing said receptor and 
reporter vector with said compound and in the fur ther presence of at least one additional 
comnonnd that is a PPAR -^ antagonist: 

whftr^in sflid receptor is introdoced into said cells bv a re ceptor expression vector 
comprising a DNA segmen t encoding PPAR-^. and 
wherein said reporter vector comprises; 

fa) a promoter that is operable in said celU 

(Vi a hormone response element and 

(c) a DNA segment encoding a report er protein, 

wherein said reporter proteui-ep gftriiin' P NA segmen t is operatively 
linked to said promoter for transcription of said D NA segment, and 

wherein said hormone resnonse element is onerativelv linked to said 
promoter for activation thereof, 
wherein anid contacting is carried out in the further pre s ence of ot lea s t one PFAJR y 

iiiflTiigvizsn^' 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compound and said antagonist, relative to the level of the reporter protein 
when cells are contacted with said antagonist alone, is indicative of a compound that regulates 
the transcription-activating effects of said receptor. 
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29. (Previously amended) A method of testing a compound for its ability to regulate 
transcription-activating effects of a peroxisome proliferator activated receptor-gamma (PPAR-o^), 
said method comprising assaying for changes in the level of reporter protein present as a result of 
contacting cells containing said receptor and reporter vector with said compound; 

wherein said cells express native PPAR-y, and 

wherein said reporter vector comprises: 

(a) a promoter that is operable in said cell, 

(b) a hormone response element, aivd 

(c) a DNA segment oocoding a reporter protein, 

wherein said reporter protein-encoding DNA segment is operatively linked 
to said promoter for transcription of said DNA segment, and 

wherein said hormone response element is operatively linked to said 
promoter for activation thereof, 
wherein an increase or decrease in the level of the r^orter protein when said cells are 
contacted with said compound, relative to the level of the reporter protein when said cells are not 
contacted with said compound, is indicative of a compound that regulates the transcription- 
activating effects of said recqptor. 

30. (Previously added) A mediod according to claim 29, wherein said hormone 
response element is a direct repeat of two or more half sites separated by a spacer of one 
nucleotide, wherein said spacer can be A, C, G or T, wherein each half site comprises the 
sequence 

-RGBNNM*, 

wherein 

R is selected from A or G; 
B is selected from G> C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 
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with the proviso that at least 4 nucleotides of said -RGBNNM- sequence are identical 
with the nucleotides at corresponding positions of the sequence -AGGTCA-; and 



3 1 . (Previously added) A method according to claim 30, wherein said response 
element has at least one copy of the minimal sequence: 

AGGACA A AGGTCA (SEQ. ID NO. 5), 
wherein said minimal sequence is optionally flanked by additional residues. 

32. (Previously added) A method according to claim 30, wherein said response 
element has at least one copy of the sequence; 

GGACC AQGACA A AGGTCA CGTTC (SEQ, ID NO. 6), 

33. (Previously amended) A method according to claim 29, wherein said compound 
is a putative antagonist for said PP AR-y, and wherein said contacting is carried out in the 
presence of 



wherein a decrease in the level of the reporter protein when said cells are contacted with 
said compound and said agonist, relative to the level of the reporter protein when said cells are 
contacted with said agonist alone, is indicative of a compound that is an antagonist of said 
receptor. 



wherein said response element is optionally preceded by Nx, wherein x 
falls in the range of 0 up to 5. 



increasing concentrations of said compound, and 

a fixed concentration of at least one agonist for said PPAR-y, 
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34. (Previously amended) A method according to claim 29, wherein said contacting 
is canied out in the further presence of at least one PP AR-y agonist, 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compound and said agonist, relative to the level of the reporter protein when 
cells are contacted with said agonist alone, is indicative of a compound that regulates the 
transcription-activating effects of said receptor. 

35 (Previously amended) A m^hod according to claim 29, wherein said contacting 
is carried out in the fhrfher presence of at least one PPAR-y antagonist, 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compoimd and said antagonist, relative to fhe level of the reporter protein 
when cells are contacted with said antagonist alone, is indicative of a compound that regulates 
the transcription-activating effects of said receptor. 
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36. (Previously added) A method of testing a compound for its ability to regulate 
transcription-activating effects of a peroxisome proliferalor activated receptor-gamma (PPAR-y), 
said method comprising assaying for changes in the level of reporter protein present as a result of 
contacting cells containing a GAL4 chimOTc PPAR-^ receptor and a reporter vector with said 
compound; 

wherein said GAM chimeric PPAR-y r«cq)tor is introduced into said cells by a receptor 
expression vector comprising a DNA segment encoding at least the ligand binding domain of a 
PPAR-^ and a DNA segment encoding a GAL4 DNA binding domain, and 

wherein said reporter vector comprises: 

(a) a promoter that is operable in said cell, 

(b) a GAL4 response elraient capable of being bound by said GAM DNA 
binding domain, and 

(c) a DNA segment encoding a reporter protein, 

wherein said reporter protein-encoding DNA segment is operatively linked 
to said promoter for transcription of said DNA segment, and 

wherein said GAL4 response element is operatively linked to said 
promoter for activation thereof, 
wherein an increase or decrease in the level of the reporter protein when said cells are 
contacted with said compound, relative to the level of the reporter protein when said cells are not 
contacted with said compound, is indicative of a compound that regulates the transcription- 
activating effects of said receptor. 

37. (Previously added) A method according to claim 36, wherein the DNA segment 
encoding said GAL4 DNA binding domain is introduced at the amino terminus of the DNA 
segment encoding said ligand binding domain of a PPAR-y. 

38. (Previously added) A method according to claim 36, wherein the DNA segment 
encoding said QAM DNA binding domain is introduced at the carboxy terminus of the DNA 
segment encoding said ligand binding domain of a PPAR-y. 
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39- (Previously added) A method according to claim 36, wherein the DNA segment 
encoding the native DNA binding domain of PPAR-y is substituted with the DNA segment 
encoding said GAL4 DNA binding domain. 

40. (Previously added) A method according to claim 36, wherein the DNA segment 
encoding said GAL4 DNA binding domain encodes amino acid residues 1-147 of the GAL4 
proteiiL 

41 . (Previously added) A method according to claim 36, wherein the DNA segment 
encoding said GAL4 DNA binding domain encodes anGuno acid residues 1-90 of the GAL4 
protein* 

42. (Previously added) A method according to claim 36, wherein the DNA segment 
encoding said GAL4 DNA binding domain encodes amino acid residues 1 -74 of the GAL4 
protein. 
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43. (Currently amended) A method occordine to claim 36 of testing a compound 
for its ability to regulate transcription-activating effects of a peroxisome proliferator 
activated receptor-gamma (PPAR-v), said method comprising assaying for changes in the 
level of reporter protein present as a result of contacting cells coptaining a GAL4 chimeric 
PPAR-y receptor and a reporter vector with said componnd; 

wherein said GAL4 chimeric PPAR-Y receptor is introduced into said ceUs bv a 
receptor expression vector comprising a DNA segment encoding at least the ligand binding 
rtntiiflin nf a PPAR-Y and a DNA segment encoding a GAL4 DNA binding domam, and 

wherein said reporter vector comprises: 

fal a promoter that is operable in said celL 

ft>^ a GAL4 response element capable of being boond bv said G AL4 DNA 



bipdine d^main^ s^nd 
(c) a DNA segment enco dmg a reporter protein. 

wherein said reporter protein-encodinp DNA segment is operatively 
linked to said promoter for transcription of said DNA segment and 

wherein said GAL4 response element is operatively linked to said 
promoter for activation thereof. 



wherein said compound is a putative antagonist for said PPAR-y, and wherein said 
contacting is carried out in the presence of 



wherein a decrease in the level of the reporter protein when said cells are contacted with 
said compound and said agonist, relative to die level of the reporter protein when said cells are 
contacted with said agonist alone, is indicative of a compound that is an antagonist of said 
receptor. 




increasing concentrations of said compound, and 
• a fixed concentration of at least one agonist for said PPAR-y, 
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44. (Currently amended) A method ftoeordino to Claim 3 6 of testing a componpd 
for its ability to regulate transcription-activating effects of a peroxisome proliferatar 
activated receptor-gamma (PPAR-^^. said metliod comprising assaying for cha nges in the 
ievei of reporter protein present as a result of contacting cells containing a GAL4 chimeric 
PPAR-^ receptor and a reporter vector with said compound and in the further presence of 
at least one additional compound that is a PPAR-^ agonist; 

wherein said GAL4 chimeric PPAR-Y receptor is introduced into said cells bv a 
receptor expression vector comprising a DNA segment encoding at least the ligand binding 
domain of a PPAR-y and a DNA segment encoding a GAL4 DNA binding domain, and 

wherein said reporter vector comprises: 

fa) a promoter that is operable in said celL 

(h) a GAL4 response element capable of being bound bv said GAL4 PNA 



binding domain, and 
(c) a DNA segment encoding a reporter protein, 

wherein said reporter protein-encoding DNA segment is operativelv 
linked to said promoter for transcription of said DNA segment and 

wherein said GAL4 response element is operativelv linked to said 
promoter for activation thereof. 



wh e r e in s aid contacting i s curried out in th e further pre s ence of at least on e PPAR - y 
agonist; 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compound and said agonist, relative to the level of the reporter protein when 
cells are contacted with said agonist alone, is indicative of a compound that regulates the 
transcription-activating effects of said receptor. 
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45. (Currently amended) A method o e coFding to Clflim 3 6 of testing a componnd 
for its ability to regulate transcription-activating effects of a peroxisome proliferator 
activated receptor-gamma f FPAR-v). said method comprisingLassaving for clianges in the 
level of reporter protein present as a result of contacting cells containing a GAL4 chimeric 
PPAR-^ receptor and a reporter vector with said compound and in the farmer presence of 
at least one additional compound that is a PPAR-v antagonist: 

wherein said GAL4 chimeric PPAR-y receptor is introduced into said cells bv a 
receptor expr ession vector comprising a DNA segment encoding at least the ligand binding 
domain of a PPAR-y and a DNA segment encoding a GAM DNA binding domain, and 

wherein said reporter vector comprises: 

fal a promoter that is operable in said cell 

(ti) a GA14 response element capable of being bound by said GAL4 DNA 



|>indiqg dm^^^ 
(c) a DNA segment encoding a reporter protein, 

wherein said reporter protein-encoding DNA segment is operativelv 
linlced to said promoter for transcription of said DNA segment and 

wherein said GAL4 response element is operativelv linked to said 
promoter for activation thereof^ 



wh e r e in said contocting i s oorriod out in tho forthcr prc s once o^t least one PPAR - y 
nntngonifl ^ 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compound and said antagonist, relative to the level of the reporter protein 
when cells are contacted with said antagonist alone, is indicative of a compound that regulates 
the transcription-activating effects of said receptor. 
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